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ABSTRACTED -PUB -NO: WO 200015259A 
BASIC-ABSTRACT: 

NOVELTY - Treatment or prevention of cancer comprises administering an antibody 
(Ab) to C3b(i ) , optionally covalently linked to a second molecule (I) , or a 
nucleic acid (II) encoding (Ab) . 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the following: 
(1) a pharmaceutical composition comprising Ab, optionally linked to (I) , or 
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(II) ; 

(2) a pharmaceutical composition containing a bispecific antibody (bAb) , 
specific for both C3b(i ) and an effector cell receptor or antigen; 

(3) a method for detecting cancer by administering Ab, optionally linked to (I) , 
waiting for the labeled antibody to concentrate at a cancerous site in the 
subject; determining back ground level, and detecting the labeled antibody in 
the subject, where detection of the labeled antibody above the background level 
indicates the presence of a cancer ; 

(4) a method for detecting cancer, comprising imaging the subject after 
administration of a labeled Ab, and detecting the labeled antibody localized to 
a site, which indicates the presence of cancer ; 

(5) a method for depleting cancer cells from other cells taken from an animal 
with cancer by in vitro treatment with Ab, optionally linked to (I) ; and 

(6) a kit containing, in one or more containers, Ab, optionally linked to (I) . 

ACTIVITY - Cytostatic: One million LNCaP prostatic cancer cells were opsonized 
with normal human serum, then washed and incubated with 2 mu g of 
ISliodine-labeled antibody 7C12 , specific for C3b(i ) , for 30 minutes at room 
temperature. Cells were washed again then plated and cell viability determined 
by MTT (3- (4,5-dimethylthiazol-2-yl) -2,5-diphenyltet- razolium bromide) 
staining. Over a 3-6 day period, progressive killing of serum-opsonized cells by 
the antibody was observed, with proliferation rate about 50% of that for 
untreated cells. 

MECHANISM OF ACTION - After opsonization by immunoglobulin M, C3b(i) serves as a 
tumor -specific marker, i.e. it is a general target for delivery of therapeutic 
or diagnostic agent to cancer cells. 

USE - The method is used to treat or prevent a very wide range of cancers , 
especially prostatic cancer, and other, benign, proliferative diseases. Ab, when 
labeled, are also used to detect cancer, particularly by in vivo imaging, for 
diagnosis or for monitoring treatment, and Ab can be used to deplete cancer 
cells, e.g. from bone marrow, particularly in vitro. 

ADVANTAGE - Cancer cells carry a very large number of C3b(i) epitopes, about 
20000 copies in opsonized prostatic cancer cells, so large amounts of 
therapeutic agent can be delivered. C3b(i) is only rarely deposited on normal 
cells, so complement activation should be limited to cancer cells. 

ABSTRACTED -PUB -NO: WO 200015259A 
EQUIVALENT-ABSTRACTS : 

CHOSEN-DRAWING: Dwg.O/8 

DERWENT- CLASS: B04 D16 S03 

CPI-CODES: B04-G01; B04-G21; B12-K04A1; B14-H01; D05-H09; D05-H11A; D05-H11A2; 
D05-H12A; 

EPI -CODES: S03-E14H4; 
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TITLE: Monoclonal antibodies directed to the HER2 receptor 



APD: 

19980317 
DEPR: 

The ability of any particular antibody to mediate lysis of the tumor cell target 
by complement activation and/or ADCG can be assayed. The tumor cells of interest 
are grown and labeled in vivo; the antibody is added to the tumor cell culture 
in combination with either serum complement or immune cells which may be 
activated by the antigen antibody complexes. Cytolysis of the target tumor cells 
is detected by the release of label from the lysed cells. In fact, antibodies 
can be screened using the patient's own serum as a source of complement and/or 
immune cells. The antibody that is capable of activating complement or mediating 
ADCC in the in vitro test can then be used therapeutically in that particular 
patient . 

DEPR : 

The selection of an antibody subclass for therapy will depend upon the nature of 
the tumor antigen. For example, an IgM may be preferred in situations where the 
antigen is highly specific for the tumor target and rarely occurs on normal 
cells. However, where the tumor - associated antigen is also expressed in normal 
tissues, albeit at much lower levels, the IgG subclass may be preferred for the 
following reason: since the binding of at least two IgG molecules in close 
proximity is required to activate complement , less complement mediated damage 
may occur in the normal tissues which express smaller amounts of the antigen 
and, therefore, bind fewer IgG antibody molecules. Furthermore, IgG molecules by 
being smaller may be more able than IgM molecules to localize to tumor tissue. 
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DOCUMENT- IDENTIFIER: US 6140490 A 

TITLE: High affinity nucleic acid ligands of complement system proteins 



APD: 

19980212 



BSPR: 

Activation of the Complement System can and has been used for therapeutic 
purposes. Antibodies which were produced against tumor cells were then used to 
activate the Complement System and cause tumor rejection. Also, the Complement 
System is used together with polyclonal or monoclonal antibodies to eliminate 
unwanted lymphocytes. For example, ant i- lymphocyte globulin or monoclonal 
anti-T-cell antibodies are used prior to organ transplantation to eliminate 
lymphocytes which would otherwise mediate rejection. 
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TITLE: Imaging tissue sites of inflammation 



ORPL: 

Collet et al., "Scintigraphic Detection in Mice of Inflammatory Lesions and 
Tumors by an Indium-Labelled Monoclonal Antibody Directed Against Mac-1 
Antigen", Cancer Immunol. Immunother. , 26: 237-242, 1988. 
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DOCUMENT- IDENTIFIER: US 58772 95 A 

TITLE: Antibodies which bind a subpopulation of Mac-1 (CDllb/CDlS) molecules 
which mediate neutrophil adhesion to ICAM-1 and fibrinogen 



DEPR: 

The present invention further provides methods of selectively killing expressing 
activated Mac-1 cells. In detail, cells expressing activated Mac-1 can be 
selectively killed by contacting them with a "toxin derivatized antibody" which 
is capable of binding to activated Mac-1 but is substantially incapable of 
binding to non-activated Mac-1. As described above, the antibody derivatives of 
the present invention include antibodies which are conjugated to toxic molecules 
such as the ricin A chain. The present procedure provides a means of both 
treating Mac-1 dependent biological process by selectively killing the myeloid 
cells which mediate the process as well as a means of selectively killing tumor 
cells expressing activated Mac-1. 

DEPR: 

The present invention further provides methods of selectively removing cells 
from fluids or tissues which contain activated Mac-1 on their cell surface. In 
detail, stimulated myeloid cells which contain activated Mac-1 can be 
selectively removed from a fluid or tissue, such as a patient's blood, by 
passing the fluid over an immobilized antibody which is capable of binding to 
activated Mac-1 present on stimulated myeloid cells but is substantially 
incapable of binding to non-activated Mac-1 or resting myeloid cells. For 
example, stimulated myeloid cells or tumor cells expressing activated Mac-1 can 
be removed from a patient's blood by subjecting the patient to leukophoresis in 
which the leukophoresis contacts the patient's blood with an immobilized, 
activation specific anti-Mac-1 antibody. 
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Query Time 

(((anti adj (CR3 or (cr-3) or 2001-10-13 

(complement adj receptor adj 3) or iC3b 16:49:02 

or (i-C3b) or (i-C-3b) or (i-c-3-b) or 

(ic-3b) or (ic3-b) or macl or (mac-1) or 

CDllb/18or CD18/llborCDllbCD18 

or (CDl lb-CD18) or (CDl lb/CD18) 

))or (antibod$3 near4 (CR3 or (cr-3) or 

(complement adj receptor adj 3) or iC3b 

or (i-C3b) or (i-C-3b) or (i-c-3-b) or 

(ic-3b) or (ic3-b) or macl or (mac-1) or 

CDl lb/18 or CD18/1 lb or CDl lbCD18 

or (CDl lb-CD18) or (CDl lb/CD18) 

)))same (cancerSl ortumorSl or 

tumour$l or melanoma or lymphoma or 

leukemia or hodgkinSs or 

(non-hodgkin$2) or myeloma or 

Ssarcoma or Scarcinoma or $blastoma or 

glioma or astrocytoma) ) not (((anti adj 

(CR3 or (cr-3) or (complement adj 

receptor adj 3) or iC3b or (i-C3b) or 

(i-C-3b) or (i-c-3-b) or (ic-3b) or (ic3-b) 

or macl or (mac-1) or CDl lb/18 or 

CD18/llbor CDllbCDlSor 

(CDl lb-CD18) or (CDl lb/CD18) ))or 

(antibod$3 near4 (CR3 or (cr-3) or 

(complement adj receptor adj 3) or iC3b 

or (i-C3b) or (i-C-3b) or (i-c-3-b) or 

(ic-3b) or (ic3-b) or macl or (mac-1) or 

CDl lb/18 or CDl 8/1 lb or CDl lbCD18 

or (CDl lb-CD18) or (CDl lb/CD18) 

)))with (cancerSl or tumor$l or 

tumourSl or melanoma or lymphoma or 

leukemia or hodgkin$s or 

(non-hodgkin$2) or myeloma or 
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Ssarcoma or Scarcinoma or $blastoma or 
glioma or astrocytoma) ) 

((anti adj (CR3 or (cr-3) or (complement 2001-10-13 

adj receptor adj 3) or iC3b or (i-C3b) or 16:46:55 

(i-C-3b) or (i-c-3-b) or (ic-3b) or (ic3-b) 

or macl or (mac-1) or CDl lb/18 or 

CD18/1 lb or CDllbCDlS or 

(CDl lb-CD18) or (CDl lb/CD18) ))or 

(antibod$3 near4 (CR3 or (cr-3) or 

(complement adj receptor adj 3) or iC3b 

or (i-C3b) or (i-C-3b) or (i-c-3-b) or 

(ic-3b) or (ic3-b) or macl or (mac-1) or 

CDllb/18orCD18/llborCDllbCD18 

or (CDl lb-CD18) or (CDl lb/CD18) ))) 

same (cancerSl or tumor$l or tumourSl 

or melanoma or lymphoma or leukemia 

or hodgkinSs or (non-hodgkin$2) or 

myeloma or Ssarcoma or Scarcinoma or 

Sblastoma or glioma or astrocytoma) 

((anti adj (CR3 or (cr-3) or (complement 2001-10-13 

adj receptor adj 3) or iC3b or (i-C3b) or 16:44:45 

(i-C-3b) or (i-c-3-b) or (ic-3b) or (ic3-b) 

or macl or (mac-1) or CDl lb/18 or 

CD 18/1 lb or CDllbCDlS or 

(CDl lb-CD18) or (CDllb/CD18) ))or 

(antibod$3 near4 (CR3 or (cr-3) or 

(complement adj receptor adj 3) or iC3b 

or (i-C3b) or (i-C-3b) or (i-c-3-b) or 

(ic-3b) or (ic3-b) or macl or (mac-1) or 

CDl lb/18 or CD18/1 lb or CDllbCDlS 

or (CDl lb-CD18) or (CDl Ib/CDIS) ))) 

with (cancerSl or tumorSl or timiourSl 

or melanoma or lymphoma or leukemia 

or hodgkinSs or (non-hodgkin$2) or 

myeloma or Ssarcoma or Scarcinoma or 

Sblastoma or glioma or astrocytoma) 

(anti adj (CR3 or (cr-3) or (complement 2001-10-13 

adj receptor adj 3) or iC3b or (i-C3b) or 1 6:44: 1 8 

(i-C-3b) or (i-c-3-b) or (ic-3b) or (ic3-b) 

or macl or (mac-1) or CDl lb/18 or 

CD18/1 lb or CDl IbCDlS or 

(CDl lb-CD18) or (CDl Ib/CDlS) )) or 

(antibod$3 near4 (CR3 or (cr-3) or 

(complement adj receptor adj 3) or iC3b 

or (i-C3b) or (i-C-3b) or (i-c-3-b) or 

(ic-3b) or (ic3-b) or macl or (mac-1) or 

CDllb/lSorCDlS/llbor CDllbCDlS 

or (CDl lb-CD18) or (CDl lb/CD18) )) 

antibodS3 near4 (CR3 or (cr-3) or 200 1 - 1 0- 1 3 
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(complement adj receptor adj 3) or iC3b 16:43:28 
or (i-C3b) or (i-C-3b) or (i-c-3-b) or 
(ic-3b) or (ic3-b) or macl or (mac-1) or 
CDl lb/18 or CD18/llborCDllbCD18 
or (CDl lb-CD18) or (CDl lb/CD18) ) 

anti adj (CR3 or (cr-3) or (complement 200 1 - 1 0- 1 3 
adj receptor adj 3) or iC3b or (i-C3b) or 1 6:43 : 1 3 
(i-C-3b) or (i-c-3-b) or (ic-3b) or (ic3-b) 
or macl or (mac-1) or CDl lb/1 8 or 
CD18/1 lb or CDl IbCDlS or 
(CDl lb-CD18) or (CDl lb/CD18) ) 

CR3 or (cr-3) or (complement adj 200 1 - 1 0- 1 3 

receptor adj 3) or iC3b or (i-C3b) or 16:42:32 
(i-C-3b) or (i-c-3-b) or (ic-3b) or (ic3-b) 
or macl or (mac-1) or CDl lb/18 or 
CD18/llb or CDllbCD18 or 
(CDl lb-CD18) or (CDl lb/CD18) 

((anti adj crl )or (antibod$3 near4 crl )) 2001-10-13 
with (cancer$l or tumor$l or tumour$l 16:37:31 
or melanoma or lymphoma or leukemia 
or hodgkinSs or (non-hodgkin$2) or 
myeloma or Ssarcoma or $carcinoma or 
Sblastoma or glioma or astrocytoma) 

(anti adj crl ) or (antibod$3 near4 crl ) 
antibod$3 near4 crl 
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anti adj crl 



JPAB,EPAB,DWPI (anti adj (c3b or (cr-1) or (complement 
adj receptor adj 1) or CD35 or crl )) or 
(antibod$3 near4 (anti adj (c3b or (cr-1) 
or (complement adj receptor adj 1) or 
CD35 or crl ))) 

JPAB,EPAB,DWPI target$3 near3 (anti adj (c3b or (cr-1) or 
(complement adj receptor adj 1) or 
CD35 or crl )) 

JPAB,EPAB,DWPI antibod$3 near4 (anti adj (c3b or (cr-1) 
or (complement adj receptor adj 1) or 
CD35orcrl )) 

JPAB,EPAB,DWPI anti adj (c3b or (cr-1) or (complement 
adj receptor adj 1) or CD35 or crl ) 

JPAB,EPAB,DWPI c3b or (cr-1) or (complement adj 
receptor adj 1) or CD35 or crl 

JPAB.EPAB.DWPI c3b or (cr-1) or (complement adj 
receptor adj 1) or CD35 

USPT ((anti adj (c3b or (cr-1) or (complement 
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adj receptor adj 1) or CD35 ))or 16:27:47 
(antibod$3 near4 (c3b or (cr-1) or 
(complement adj receptor adj 1) or 
CD35 ))) with (cancerSl or tumorSl or 
tumourSl or melanoma or lymphoma or 
leukemia or hodgkin$s or 
(non-hodgkin$2) or myeloma or 
$sarcoma or $carcinoma or $blastoma or 
glioma or astrocytoma) 

(anti adj (c3b or (cr-1) or (complement 
adj receptor adj 1) or CD35 )) or 
(antibod$3 near4 (c3b or (cr-1) or 
(complement adj receptor adj 1) or 
CD35 )) 

antibod$3 near4 (c3b or (cr-1) or 
(complement adj receptor adj 1) or 
CD35) 

anti adj (c3b or (cr-1) or (complement 
adj receptor adj 1) or CD35 ) 

((c3b or (cr-1) or (complement adj 
receptor adj 1) or CD35 )with (cancer$l 
or tumor$l or tumour$l or melanoma or 
lymphoma or leukemia or hodgkin$s or 
(non-hodgkin$2) or myeloma or 
$sarcoma or $carcinoma or $blastoma or 
glioma or astrocytoma) ) and 
@ad<19980910 

(c3b or (cr- 1 ) or (complement adj 200 1 - 1 0- 1 3 

receptor adj 1) or CD35 ) with (cancer$l 16:25:15 
or tumor$l or tumour$l or melanoma or 
lymphoma or leukemia or hodgkin$s or 
(non-hodgkin$2) or myeloma or 
$sarcoma or $carcinoma or Sblastoma or 
glioma or astrocytoma) 

c3b or (cr- 1 ) or (complement adj 200 1-10-13 

receptor adj 1) or CD35 16:24:17 

((complement near acti va$4 )with 200 1-10-13 

(cancerSl or tumor$l or tumour$l or 16:08:35 
melanoma or lymphoma or leukemia or 
hodgkinSs or (non-hodgkin$2) or 
myeloma or $sarcoma or $carcinoma or 
$blastoma or glioma or astrocytoma) ) 
and @ad<19980910 

(complement near activa$4 ) with 200 1-10-13 

(cancer$l or tumorSl or tumour$l or 16:08:03 
melanoma or lymphoma or leukemia or 
hodgkinSs or (non-hodgkin$2) or 
myeloma or $sarcoma or $carcinoma or 
Sblastoma or glioma or astrocytoma) 
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complement near activa$4 



complement adj activation 



S3738 



S3737 



S3736 

S3735 
S3734 
S3733 



U JPAB,EPAB,DWPI ((anti adj (C3 or C3b(i) or (c-3-bi) or 

(c3-bi) or (c-3-b-i) or (c-3bi) ))or 
(antibod$3 near4 (C3 or C3b(i) or 
(c-3-bi) or (c3-bi) or (c-3-b-i) or (c-3bi) 
))) and (cancerSl or tumorSl or 
tumourSl or melanoma or lymphoma or 
leukemia or hodgkinSs or 
(non-hodgkin$2) or myeloma or 
Ssarcoma or Scarcinoma or $blastoma or 
glioma or astrocytoma) 

U JPAB,EPAB,DWPI (anti adj (C3 or C3b(i) or (c-3-bi) or 

(c3-bi) or (c-3-b-i) or (c-3bi) )) or 
(antibod$3 near4 (C3 or C3b(i) or 
(c-3-bi) or (c3-bi) or (c-3-b-i) or (c-3bi) 

)) 

U JPAB,EPAB,DWPI antibod$3 near4 (C3 or C3b(i) or 

(c-3-bi) or (c3-bi) or (c-3-b-i) or (c-3bi) 
) 

U JPAB,EPAB,DWPI anti adj (C3 or C3b(i) or (c-3-bi) or 

(c3-bi) or (c-3-b-i) or (c-3bi) ) 

U JPAB,EPAB,DWPI C3 or C3b(i) or (c-3-bi) or (c3-bi) or 

(c-3-b-i) or (c-3bi) 

(((anti adj (C3 or C3b(i) or (c-3-bi) or 
(c3-bi) or (c-3-b-i) or (c-3bi) ))or 
(antibod$3 near4 (C3 or C3b(i) or 
(c-3-bi) or (c3-bi) or (c-3-b-i) or (c-3bi) 
)))with (cancerSl ortumorSl or 
tumour$l or melanoma or lymphoma or 
leukemia or hodgkinSs or 
(non-hodgkinS2) or myeloma or 
Ssarcoma or Scarcinoma or Sblastoma or 
glioma or astrocytoma) ) and 
@ad<l 99809 10 

((anti adj (C3 or C3b(i) or (c-3-bi) or 
(c3-bi) or (c-3-b-i) or (c-3bi) ))or 
(antibodS3 near4 (C3 or C3b(i) or 
(c-3-bi) or (c3-bi) or (c-3-b-i) or (c-3bi) 
))) with (cancerSl or tumorSl or 
tumourSl or melanoma or lymphoma or 
leukemia or hodgkinSs or 
(non-hodgkinS2) or myeloma or 
Ssarcoma or Scarcinoma or Sblastoma or 
glioma or astrocj'toma) 

(anti adj (C3 or C3b(i) or (c-3-bi) or 
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